





TOBACCO INDUSTRY RESEARCH COMMITTEE 

150 EAST FORTY SECOND STREET NEW YORK 17, N. Y. tfl&k 

Application For Research Grant 


Date: 

October 23rd, 1957 


Jhck 0 . tfekarl, M.D., 3 c .It., D.T.M. & H. 


Director of Research 


Muhlenberg Hospital 
Plainfield, 8 ev Jersey 

4. Project or Subject: 

Studies on Cigarette Sacks Condensates by Imamologle Methods* 

X* Basis Xasamologic Studios 
II. lEErono-epideMoiogic Studies 
III* Incnno-pathologic studies 


5. Detailed Plan of Procedure (Use reverse side if additional space is needbd): 


i» BACKcmaro 

Using the Schults-Dale Method, I was able to detect what appears to be a specific 
antigen in sera of patients with earcinosaa, Further vox-k with Dr. ?. Kragg, 
Ass't. Dir. of the EB£g Statens Serum Institute and Head of the World Health 
Organization Serology Center in Copenhagen, is providing further evidence of the 
antigen-antibody nature of this reaction, in cancer. 

Preliminary experiments with unknown sera (Makari unpublished work) have shown, 
that this approach could be used not only for tha detection of carcinoaaa antigen 
in the serum, but also for the detection of a carcinogen, uethyl-cholanthrene, 
in the sarua and In the tissues. Of particular Interest was the hig h percentage 
of positive testa to the carcinogen ( 4 r $) in the apparently healthy individuals 
tested. Sov that "Conpoaits Cigarette Smoke Condensate'' (C.C.S.C.) can be 
produced according to specifications acceptable to the Scientific Advisory Board 
of tha Tobacco Industry He search Committee, and is available in its acidic, basic 
and neutral fractions, It readily lends itself to study by such sensitive ' 
immunologic methods as the Schultx-Dalo Reaction. . .. 


1. Nbme of Investigator: 

2. Title. 

3. Institution 

& Address: 


1003541438 


' 


5. (Cont’d.) 


II. METHOD 


Details of the method 1 with preliminary results in cancer are found in the 
British Medical Journal, Nov. 26th, 1955. vol. ii, p. 1291 (See reprint). 
This approach has been carefully evaluated in an annotation in the British 
Medical Journal (See enclosed). 

III. PLAN 

A Basic Immunologic S t udies 

These studies will he primarily concerned with the anti¬ 
genicity of the C.C.S.C. and its fractions using the Sehultz- 
Dale reaction. 


An attempt will he made to study antigenic relationships 
between C.C.S.C. and (l)' carcinoma antigen (2) methyl 
cholanthrene (carcinogen) and (3) "atmospheric smog condensate" 
(if obtainable). 

B' Imntuno-epidemiologic Studies 

These studies will explore further the significance of 
high carcinogen levels in the sera of some so called 
"healthy individuals" and of individuals with cancer as 
revealed by the Schultz-Dale reaction. 

An attempt will he made to correlate a high carcinogen 
level in the serum of these individuals with such factors 
as (l) smoking, (2)i atmospheric pollution, (3) food habits 
(dyes, gtc.), (4) exposure to radiations, and ( 5 ) other 
factors. 

C Immuoo-pa th ologic Studies 

These studies will attempt to detect antigens related to 
C.C.S.C., carcinoma, and methyl cholanthrene in lung tissue 
specimens obtained at autopsy or operation. Further 
correlation with factors listed.in (B)' will be made especially 
in relationship to smoking habits in otherwise comparable groups. 

QUE STIONS TO BE ANSWERED 

1. Does the C.C.S.C. have antigenicity in common with methyl 
cholanthrene or carcinoma antigen? If so, which fraction 
is involved? 

2; What is the significance of high carcinogen levels in so 
called "healthy individuals"? Could it be that "harmful 
effects of smoking", if any, are found only in those cases 
with high carcinogen levels in the blood and tissues to /• ••• 

begin with? Does smoking act as a co-carcinogen? Are • ' ‘ 

persons with high carcinogen levels "candidates for lung 
cancer"? 

■ Source: https://www.industrydocuments.ucsf.edu/docs/fxymOOOO : / 
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6. Budget Plan: 


Stotal 
3 years 


y» ■ 


Salaries 

Expendable Supplies 
Permanent Equipment 
Overhead 
Other 


424*000 
9*000 
7*uoo 
3* too 
2,000 


Total I to,U00 


7. Anticipated Duration of: Work: ^ years 


8. Facilities and Staff Available: ~ .. , . . _ . _ 

Staff * Mr, of Bosearch, Pathologist, Secretary, Tachaiclaa, 
and Laboratory Assistant. 

Facilities • 8w lab. und new equissssot* facilities for oniaals. 

Available e^oifsaeat: refrigarutor, freezer, freest-drying apparatus. 
Kymographs, witerbath*, analytical balance, yE eaten; autoclave, 
apGctraaia Hit calorimeter, boeaogagdser, daaimrallser, etc. 

Hospital of too beds with rich clinical notarial* 


9. Additional Requirements: 


(a) Peracsaal - 2 senior technicians with U.B. degrees 

44*000 per year each* 

(b) E^ilpjeat - 1# Splaeo uLtxacaatrifuga model 1, $6,000 

2* Sptaco «lcctrophoreala $1600 

’'■ 10- Additional' Information (Including relation of work to other projects and other sources of supply): 


Other Projects 

1 , Loteetiaa of carcinotaa antigea by use of tbs Scbults-Ssle 
s&etfcod in sera of patients vith carcinoma. Shis project 
was supported by $3,000 for one year by U.S.F*H,&* Grant 
CS-939b when director ef projoet was elsto&crcr. A new 
application is bo lug forwarded to U.3-P.2.S. for a study 
of this approach in carcinoma of the cervix, 

2* Kohlenberg Hospital -> a budget of $25,003 a year (e xclud in g 
the pathologist) is set aside for research. Over the 
three year period reacted for this project it would 
1206 a $75,000* 


e . / s/ Jack G. Makari, M.D. 

Signature_ . _ _,__ 

Director of Project''* 


Busines* OfficeoAhe InM/ten PirSCtOT 

Source: https://www.industrydocuments.ucsf.edu/docs/fxvmOOOO 


1003541440 






